The main article describes the application of TIES, TIES-λ-REST2, and TIES-λ-REST2-M to predict binding free energy changes of inhibitors cause by protein mutations. We used different T ef f values, the highest effective REST2 temperature, for the receptor and the complexes to check the accuracy and convergence of the free energy calculations. The
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S-5 Table S7 : Occupancies (%) of the hydrogen bonds between glutamic acid and analine residues of the hinge region and the inhibitor for all complexes using the standard TIES as well as λ-REST2 simulations at both end-points of the alchemical transformations studied. "hot" denotes if the residue is included in the REST2 region or not.
Mutant Drug
ALA:100 GLU:98 ‡ "hot" 
